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PERSONAL APPEARANCE BEFORE THE BOARD OF APPEALS IS 

WAIVED 

Appellants waive the opportunity for a personal appearance before the Board of 
Appeals to argue the issues of this appeal. 
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REAL PARTY IN INTEREST 

The real party in interest in the present application is ONYX PHARMACEUTICALS, 
INC. The assignment of rights by the Applicants of this application to Onyx 
Pharmaceuticals, Inc., is of record in the present application. The Reel/Frame numbers for 
the recorded assignment are as follows: 010405/0417. 
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RELATED APPEALS AND INTERFERENCES 

Appellants are unaware of any prior or pending related appeals, interferences or 
judicial proceedings. 
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STATUS OF CLAIMS 

Based on the final Office action, mailed 7 April 2009, claims 6-1 1, 15, 17-20, 28, and 
34 are pending. Claim 28 is allowed. Claims 8-10, 19, 20, and 34 are objected to. Claims 6, 
7, 11, 15, 17, and 18 are rejected. 

The rejection of claims 6, 7, 1 1, 15, 17, and 18 is appealed herein. 
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STATUS OF AMENDMENTS 

No response or amendments were filed subsequent to the final rejection in the Office 
action, mailed 7 April 2009. In this Office action, the Examiner noted on page 2 that 
Appellants' amendment, filed 16 December 2008, was acknowledged and had been entered. 
Accordingly, claims 6-11, 15, 17-20, 28, and 34 are pending in the application. 
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SUMMARY OF THE CLAIMED SUBJECT MATTER 

There are three groups of claims pending in the present application. The first group 
of claims consists of independent claim 28, which is allowed and not under appeal. The 
second group of claims relates to independent claim 1 1 and its dependent claims. The third 
group of claims relates to independent claim 15 and its dependent claims. 

Claims 11, 6, and 7, and 15, 17, and 18 of the second and third groups, respectively, 
are under appeal and generally relate to methods of killing dividing endothelial cells (e.g., 
microvascular endothelial cells) with substantially less killing of quiescent endothelial cells 
using a replication competent adenovirus comprising a mutation in an El A CR2 RB family 
member binding region. 

In the second group of claims, the claims are directed to a method for killing dividing 
endothelial cells with substantially less killing of the quiescent endothelial cells (independent 
claim 11; see, e.g., specification, Abstract; page 9, line 22, to page 10, line 2; page 12, lines 
10-15; original claim 11). The method comprises contacting a cell population, comprising 
dividing and quiescent endothelial cells, under infective conditions with a replication 
competent adenovirus (see, e.g., specification, page 9, line 22, to page 10, line 2; page 6, 
lines 11-19; original claim 11). The adenovirus comprises a mutation in an El A CR2 RB 
family member binding region of the adenovirus (see, e.g., specification FIG. 1; page 4, lines 
4-6; original claim 1 1). A sufficient time for the mutant adenovirus to infect the cell 
population is allowed (see, e.g., specification page 9, line 9, to page 10, line 2; original claim 
11). The mutant adenovirus replicates to higher titers in the dividing cells than wild type 
adenovirus (see, e.g., specification Abstract; Example 2, pages 17-18; original claim 1 1). The 
contacting is by direct administration of the replication competent adenovirus to the cell 
population (see, e.g., specification pages 13-14; and Examples 3 and 4, pages 18-20). 

The mutation in the El A-CR2 region may, in an adenovirus type 5, comprise a 
deletion or substitution of one or more amino acids 122 through 129 encoded by the El A- 
CR2 region (pending claim 6). Alternatively, the mutation in the El A-CR2 region may, in 
an adenovirus type 5, comprise a deletion or substitution of one or more amino acids 1 1 1 
through 123 (pending claim 7). Dependent claims 8, 9, and 10 are objected to and are not 
under appeal. 
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In the third group of claims, the claims are directed to a method for controlling 
angiogenesis in an animal by substantially and selectively killing dividing microvascular 
endothelial cells compared to quiescent microvascular endothelial cells (independent claim 
15; see, e.g., specification Abstract; page 3, lines 8-11; page 6, lines 27-30; page 9, line 22, to 
page 10, line 2; page 12, lines 10-32; original claim 15). The method comprises 
administering to the animal in need of the control a replication competent adenovirus 
comprising a mutation in an El A-CR2 RB family member binding region of the adenovirus 
(see, e.g., specification FIG. 1; page 4, lines 4-6; page 9, line 22, to page 10, line 2; page 6, 
lines 11-19; original claim 15). A sufficient time for the mutant adenovirus to infect the 
microvascular endothelial cells is allowed (see, e.g., specification page 9, line 9, to page 10, 
line 2; original claim 15). The administering is by direct administration of the replication 
competent adenovirus to the microvascular endothelial cells (see, e.g., specification pages 
13-14; and Examples 3 and 4, pages 18-20). 

The mutation in the El A-CR2 region may, in an adenovirus type 5, comprise a 
deletion or substitution of one or more amino acids 122 through 129 encoded by the El A- 
CR2 region (pending claim 17). Alternatively, the mutation in the E1A-CR2 region may, in 
an adenovirus type 5, comprise a deletion or substitution of one or more amino acids 1 1 1 
through 123 (pending claim 18). Dependent claims 19, 20, and 34 are objected to and are not 
under appeal. 

The rejection of independent claims 1 1 and 15, as well as dependent claims 6, 7, 17 
and 18 are the subject of this appeal. 
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GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 

Sole Issue 

In the final Office action, mailed 7 April 2009, the Examiner rejected claims 6, 7, 11, 
15, 17, and 18 under 35 U.S.C. § 102(e) asserting that the claims are anticipated by Bischoff, 
et al., U.S. Patent No. 6,080,578. 
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ARGUMENT 

1.0.0 Sole Issue 

In the final Office action, mailed 7 April 2009, the Examiner rejected claims 6, 7, 11, 
15, 17, and 18 under 35 U.S.C. § 102(e) asserting that the claims are anticipated by Bischoff, 
et al., U.S. Patent No. 6,080,578. 

1.1.0 The Examiner has failed to establish anticipation of the presently claimed 
invention. 

In the present application, independent claims 1 1 and 15 are pending. Following 
herein below, the Appellants set forth their arguments that the cited reference does not 
anticipate the claimed invention with respect to the limitations present in the independent 
claims. Accordingly, the dependent claims define over the cited prior art at least by virtue of 
their inclusion of the limitations of the independent claims. 

Appellants submit that the reference of Bischoff, et al., does not anticipate the 
claimed invention for reasons of record as previously discussed by Appellants; specifically, 
(1) the reference of Bischoff, et al, does not teach all of the elements of the present invention; 
and (2) the Examiner has failed to establish a prima facie case of inherency as the reference 
of Bischoff, et al, does not inherently teach all of the elements of the present invention. 

1.1.1 The reference of Bischoff, et al, does not expressly teach all of the elements 
of the present invention. 

Federal Circuit decisions repeatedly emphasize that anticipation can be established 
only if all the elements of a claimed invention are identically set forth in a single prior art 
reference. The test is strict, not substantial, identity. See, e.g., Transclean Corp. v. 
Bridgewood Services, Inc., 290 F.3d 1364, 62 USPQ2d 1865 (Fed. Cir. 2002); Sandt 
Technology, Ltd. V. Resco Metal and Plastics Corp., 264 F.3d 1344, 60 USPQ2d 1091 (Fed. 
Cir. 2001); EMI Group North America Inc. v. Cypress Semiconductor Corp., 268 F.3d 1342, 
1350, 60 USPQ2d 1423 (Fed. Cir. 2001) ("A prior art reference anticipates a patent claim if 
the reference discloses, either expressly or inherently, all of the limitations of the claim"). 

Both of the pending independent method claims (i.e., claims 1 1 and 15) comprise two 
limitations not taught by the reference of Bischoff, et al., (i) a limitation relating to 
preferential killing of dividing endothelial cells compared to quiescent endothelial cells, and 
(ii) a limitation that the claimed method is carried out by direct administration of a 
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replication competent adenovirus, comprising a mutation in an El A CR2 RB family member 

binding region, to endothelial cells . 

Further, claim 1 1 contains the limitation that the mutant adenovirus (i.e., a replication 

competent adenovirus comprising a mutation in an El A CR2 RB family member binding 

region) versus wild-type adenovirus replicates to higher titers in the dividing endothelial 

cells, and claim 15 contains the limitation of "controlling angiogenesis in an animal." The 

reference of Bischoff, et al., does not teach either of these limitations. Claims 1 1 and 15 are 

as follows (emphasis added): 

11. In a cell population comprising dividing and quiescent endothelial 
cells , a method for killing said dividing endothelial cells with substantially 
less killing of said quiescent endothelial cells , said method comprising 
contacting said cell population under infective conditions with a replication 
competent adenovirus, said adenovirus comprising a mutation in an El A CR2 
RB family member binding region of said adenovirus, and allowing sufficient 
time for said mutant adenovirus to infect said cell population, wherein said 
mutant adenovirus replicates to higher titers in said dividing cells than wild 
type adenovirus and said contacting is by direct administration of the 
replication competent adenovirus to the cell population . 

15. A method for controlling angiogenesis in an animal by 
substantially and selectively killing dividing microvascular endothelial cells 
compared to quiescent microvascular endothelial cells , said method 
comprising administering to said animal in need of said control a replication 
competent adenovirus comprising a mutation in an El A-CR2 RB family 
member binding region of said adenovirus, and allowing sufficient time for 
said mutant adenovirus to infect said microvascular endothelial cells, wherein 
said administering is by direct administration of the replication competent 
adenovirus to the microvascular endothelial cells . 

The teachings of the reference of Bischoff, et al., relate to "methods and compositions 

for ablating neoplastic cells by infecting the neoplastic cells with a recombinant adenovirus 

which is substantially replication deficient in non-neoplastic cells and which exhibits at least 

a partial replication phenotype in neoplastic cells" (Bischoff, et al., col. 3, lines 8-13; 

emphasis added). The reference of Bischoff, et al., teaches "(t)he mutant virus is able to 

substantially produce a replication phenotype in neoplastic cells but is substantially unable to 

produce a replication phenotype in non-replicating, non-neoplastic cells having essentially 

normal p53 and/or RB function" (Abstract of Bischoff, et al.; emphasis added). 

The reference of Bischoff, et al., does not teach that replication competent 
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adenovirus, comprising a mutation in an El A CR2 RB family member binding region, 

demonstrates enhanced replication in and killing of dividing endothelial cells (e.g., 

microvascular endothelial cells) versus quiescent endothelial cells. See, e.g., Appellants' 

Amendment and Response to Non-Final Office Action, dated 16 December 2008, pages 3-5. 

In the final Office action, mailed 7 April 2009, the Examiner concurs that the reference of 

Bischoff, et al., does not teach all of the elements of the presently claimed invention: 

The only difference is that Bischoff et al. does not teach that the method 
results in selective killing of dividing endothelial cells relative to killing of 
quiescent endothelial cells . Therefore, Applicants have only identified an 
unknown property which is inherently present in the method taught by 
Bischoff et al. (Final Office action, mailed 7 April 2009, page 4; emphasis 
added). 

Also, the reference of Bischoff, et al., does not teach direct administration of a mutant 
adenovirus to endothelial cells. Further, the reference provides no teaching concerning 
mutant adenovirus replicating to higher titers in the dividing endothelial cells than wild type 
adenovirus as is set forth as a limitation in claim 11. Finally, the reference of Bischoff, et al., 
does not teach control of angiogenesis in an animal as a method of controlling neoplastic cell 
growth. See Appellants' Amendment and Response to Non-Final Office Action, dated 16 
December 2008, page 5. 

Accordingly, Appellants submit that the reference of Bischoff, et al., does not teach 
all of the elements of the claimed invention. Therefore, in order to assert that the reference 
anticipates the presently claimed invention, the Examiner must establish that the reference 
inherently teaches all of the claimed elements of the methods of the present invention. 

1.1.2 The Examiner has failed to establish a prima facie case of inherency. 

In the final Office action, mailed 7 April 2009, the Examiner asserted the following: 

In response, it is pointed out that no modification to the method steps taught 
by Bischoff et al. is required because all of the active methods steps required 
by the instant claims is taught by Bischoff et al. The only difference is that 
Bischoff et al. does not teach that the method results in selective killing of 
dividing endothelial cells relative to killing of quiescent endothelial cells. 
Therefore, Applicants have only identified an unknown property which is 
inherently present in the method taught by Bischoff et al. 

First, inherency is not present when prior art is only capable of being modified. 

To establish inherency, the extrinsic evidence " must make clear that the missing descriptive 
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matter is necessarily present in the thing described in the reference , and that it would be so 
recognized by persons of ordinary skill." Continental Can Co. USA v. Monsanto Co., 948 
F.2d 1264, 1268, 20 USPQ2d 1746, 1749 (Fed. Cir. 1991); emphasis added. "Inherency, 
however, may not be established by probabilities or possibilities. The mere fact that a certain 
thing may result from a given set of circumstances is not sufficient ." Continental Can Co. 
USA v. Monsanto Co., 948 F.2d 1264, 1269, 20 USPQ2d 1746, 1749 (Fed. Cir. 1991) (citing 
In re Oelrich, 666 F.2d 578, 581, 212 USPQ 323, 326 (C.C.P.A. 1981)); emphasis added. 
The fact that a prior art reference is capable of being modified and the resulting modification 
would anticipate the invention is not sufficient to support anticipation based on inherency. In 
In re Robertson (169 F.3d 743, 749 USPQ2d 1949 (Fed. Cir. 1999)), the Federal Circuit 
reversed an anticipation holding because the prior art was only capable of being modified and 
one of ordinary skill would not have recognized such modification. 

Appellants discussed the reference of Bischoff, et aL, and modifications proposed by 
the Examiner, for example, in their Amendment and Response to Non-Final Office Action, 
dated 16 December 2008, pages 5-10. 

A method of killing dividing endothelial cells with substantially less killing of 
quiescent endothelial cells by contacting the cells under infective conditions with a mutant 
adenovirus is not inherent in the teachings of Bischoff, et aL, for the following reasons. Not 
all tumors comprise neoplastic cells that are RB (_) {see Bischoff, et aL, col. 7, lines 47-63; col. 
9, lines 20-55). The reference of Bischoff, et aL, teaches method of ablating RB (_) tumor 
cells by administration of a mutant adenovirus comprising a mutation in the El A CR2 
domain to: 

A cell population (such as a mixed cell culture or a human cancer patient) 
which comprises a subpopulation of neoplastic cells lacking RB function and 
a subpopulation of non-neoplastic cells which express essentially normal RB 
function can be contacted under infective conditions (i.e., conditions suitable 
for adenoviral infection of the cell population, typically physiological 
conditions) with a composition comprising an infectious dosage of a Ela - 
RB (_) replication deficient adenovirus. Such contacting results in infection of 
the cell population with the Ela -RB (_) replication deficient adenovirus. The 
infection produces preferential expression of a replication phenotype in a 
significant fraction of the cells comprising the subpopulation of neoplastic 
cells lacking RB function but does not produce a substantial expression of a 
replicative phenotype in the subpopulation of non-neoplastic cells having 
essentially normal RB function . The expression of a replication phenotype in 
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an infected RB (_) cell results in the death of the cell, such as by cytopathic 
effect (CPE), cell lysis, apoptosis, and the like, resulting in a selective ablation 
of neoplastic RB ( " } cells from the cell population. (Bischoff, et al., col. 9, line 
56, to col. 10, line 9; emphasis added.) 

In the final Office action, mailed 7 April 2009, the Examiner asserted the following: 

Furthermore, administration of the vector to a subject comprising a tumor, as 
is taught by Bischoff et al., constitutes administering the vector to a 
population of cells having dividing endothelial cells and quiescent endothelial 
cells as subjects harboring tumors have dividing and quiescent endothelial 
cells. Therefore, administering the vector taught by Bischoff et al directly to a 
tumor would, in the absence of evidence to the contrary, necessarily result in 
selective killing of dividing endothelial cells relative to killing of quiescent 
endothelial cells that are present in the subject. (Office action, mailed 7 April 
2009, page 3.) 

However, the reference of Bischoff, et al., only teaches the use of E1A-RB (_) 
replication defective adenovirus mutants in methods of ablating RB () neoplastic cells. It is 
not inherent in the method taught by Bischoff, et al., to infect endothelial cells with El A- 
RB (-) replication defective adenovirus mutants regardless of the RB-expression status of the 
neoplastic cells. The presently claimed invention is directed to methods of killing endothelial 
cells independent of the RB-expression status of the neoplastic cells. Accordingly, even in 
the situation where a tumor does not display loss of RB gene function, the method of the 
present invention is effective to kill dividing endothelial cells within the tumor; this method 
is not taught by the reference of Bischoff, et al. 

Following the teachings of the reference of Bischoff, et al., there is no reason that one 
of ordinary skill in the art would administer an adenovirus comprising a mutation in an El A 
CR2 RB family member binding region to a tumor cell population that did not comprise RB (_) 
cells. However, following the methods of the presently claimed invention one of ordinary 
skill is directed to treat populations of cells comprising tumor cells and dividing endothelial 
cells with an adenovirus comprising a mutation in an El A CR2 RB family member binding 
region regardless of the RB-expression status of the target tumor . 

Accordingly, the mere fact that a one of ordinary skill in the art may administer an 
adenovirus comprising a mutation in an El A CR2 RB family member binding region to a 
tumor cell population comprising RB ( " } cells does not make it certain that one of ordinary 
skill in the art would do the same for any tumor cell populations (e.g., when the tumor cell 
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population is not RB W ). As noted above, "[i]nherency 5 however, may not be established by 
probabilities or possibilities. The mere fact that a certain thing may result from a given set of 
circumstances is not sufficient ." Continental Can Co, USA v. Monsanto Co., 948 F.2d 1264, 
1269, 20 USPQ2d 1746, 1749 (Fed. Cir. 1991) (citing In re Oelrich, 666 F.2d 578, 581, 212 
USPQ 323, 326 (C.C.P.A. 1981)). 

Further, in regard to claim 11, there is no reason for one of ordinary skill in the art to 
conclude from the teachings of the reference of Bischoff, et al., that administration of the 
mutant adenovirus to dividing endothelial cells results in the mutant adenovirus replicating to 
higher titers in the dividing cells than wild type adenovirus regardless of the RB-expression 
status of associated tumor cells. Also, in regard to claim 15, there is no reason for one of 
ordinary skill in the art to conclude from the teachings of the reference of Bischoff, et al., that 
direct administration of the replication competent adenovirus to dividing microvascular 
endothelial cells would provide a method for controlling angiogenesis in an animal regardless 
of the RB-expression status of the tumor cells. 

Accordingly, even if, in arguendo, the reference of Bischoff, et al., is capable of 
being modified to achieve the method of the present invention, the Examiner has not 
presented any evidence that makes it clear that the missing descriptive matter described 
herein above is necessarily present in the cited reference. 

Second, "[a] reference includes an inherent characteristic if that characteristic is the 
'natural result' flowing from the reference's explicitly explicated limitations." Eli Lilly & Co. 
v. Barr Laboratories, Inc., 251 F.3d 955, 970, 58 USPQ2d 1865 (Fed. Cir. 2001). In the 
present case, the claimed invention is not a natural result flowing from the disclosure of 
Bischoff, et al., as previously discussed by Appellants (see Amendment and Response to 
Non-Final Office Action, dated 16 December 2008, pages 7-10) and as discussed herein 
below. 

The reference of Bischoff, et al., lacks descriptive matter related to killing of dividing 

endothelial cells by direct administration of a mutant adenovirus . To support the rejection, 

the Examiner asserted the following: 

Specifically, the claimed method comprises steps that are identical to 
those of a method taught by Bischoff et al.; therefore, the same result would 
have necessarily been achieved in the prior art method. Bischoff et al. teaches 
a cytopathic adenoviral vector comprising a mutation in an El A CR2 RB 
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family member binding region, as well as methods of using the vector for 
treatment of tumors by directly administering the vector to the tumor. 
Therefore, Bischoff et al teaches administering a vector which meets all of the 
structural limitations of the claims directly to a tumor. In other words, 
Bischoff et al. teaches administering, directly to a tumor, the exact same 
vector that is used in independent claims 11,12 and 15. Since the vector used 
in the process taught by Bischoff et al. meets all of the structural limitations of 
the vector used in the method of the instant claims, it would, absent evidence 
to the contrary, necessarily have all of the same functions. (Office action, 
mailed 7 April 2009, page 3.) 

Although Bischoff, et al., teach administration of recombinant adenovirus to infect 
neoplastic cells, in the absence of the teachings of the present specification, one of ordinary 
skill in the art would not be guided to use replication competent adenovirus to preferentially 
kill dividing endothelial cells relative to killing of quiescent endothelial cells, which in and of 
itself provides an art recognized cancer treatment (i.e., disruption of tumor angiogenesis) that 
is distinct from direct killing of tumor cells (i.e., neoplastic cells). 

The claimed methods of the present invention relate to direct administration of mutant 
adenovirus to dividing endothelial cells to provide preferential killing of dividing endothelial 
cells relative to killing of quiescent endothelial cells, notably microvascular endothelial cells, 
by the mutant adenovirus. The endothelium comprises a single layer of flat cells that line the 
interior surface of blood vessels. The endothelium forms an interface between circulating 
blood in the lumen and the rest of the vessel wall. Endothelial cells are the cells that make up 
the inside of blood vessels. Angiogenesis is the formation of new blood vessels. 
Angiogenesis has come to be appreciated as a continuous and important process in tumor 
development, wherein a tumor may gain an independent blood supply. The process of 
angiogenesis is believed to be driven by the tumor releasing signals that induce angiogenesis, 
such as VEGF, by binding to endothelial cell receptors near the tumor (see, e.g., Berse, B., et 
al., Molec. Cell. Biol. 1992 Feb;3(2):21 1-20); Warren, R.S., et al., J. Clin. Invest. 1995 
Apr;95(4): 1789-97). The control of tumor angiogensis is generally seen to be an alternative 
method of controlling tumor growth versus direct destruction of tumor cells (see, e.g., Berse, 
et al., paragraph bridging pages 218-219; Warren, et al., paragraph bridging cols. 1-2, page 
1789). 

As discussed by the Federal Circuit, "[a] reference includes an inherent characteristic 
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if that characteristic is the 'natural result 5 flowing from the reference's explicitly explicated 
limitations." Eli Lilly & Co, v. Barr Laboratories, Inc., 251 F.3d 955, 970, 58 USPQ2d 1865 
(Fed. Cir. 2001). The reference of Bischoff, et al., teaches only the killing of RB (-) tumor 
cells by administration of replication competent adenovirus comprising a mutation in an El A 
CR2 RB family member binding region to the RB (_) tumor cells. Here, the claimed invention 
is not a natural result flowing from the reference of the Bischoff, et al, because the reference 
contains no explicitly explicated limitations from which the natural result flowing from the 
reference's teachings would result in the use of the described adenoviral vectors as an 
alternative method of controlling tumor growth, that is, direct administration of mutant 
adenovirus to endothelial cells for preferential killing of dividing endothelial cells relative to 
killing of quiescent endothelial cells, notably microvascular endothelial cells. 

For example, in a situation where a target tumor (regardless of RB-expression status 
of the tumor cells) did not respond to direct killing of neoplastic cells by a selected method 
(e.g., chemotherapy), in view of the teachings of the present specification one of ordinary 
skill in the art may choose to administer a mutant adenovirus to the dividing endothelial cells 
to reduce or eliminate angiogenesis which provides a blood supply to a tumor. The teachings 
of Bischoff, et al., would not direct one of ordinary skill in the art to such an approach. 
Inherency must flow as a necessary conclusion from the prior art, not simply a possible one. 
"The mere fact that a certain thing may result from a given set of circumstances is not 
sufficient [to establish inherency.]" In re Oelrich, 666 F.2d 578, 581-82, 212 USPQ 323, 326 
(C.C.P.A. 1981). Moreover, the present application discloses a relationship that was not 
recognized by those reasonably skilled in the art, that is the administration of mutant 
adenovirus to endothelial cells for preferential killing of dividing endothelial cells relative to 
killing of quiescent endothelial cells. As such, Appellants submit that the pending claims 
define a patentable invention. See In re Rijckaert, 9 F.3d 1531, 1534, 28 USPQ2d 1955, 
1957 (Fed. Cir. 1993). Accordingly, the teachings of the reference of Bischoff, et al., do not 
inherently anticipate the claimed invention. 

Third, the Federal Circuit has cautioned that all claimed elements must be found in 

the prior art for anticipation to be established: 

For a prior art reference to anticipate a claim, the reference must disclose each 
and every element of the claim with sufficient clarity to prove its existence in 
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the prior art .... Although this disclosure requirement presupposes the 
knowledge of one skilled in the art of the claimed invention, that presumed 
knowledge does not grant a license to read into the prior art reference 
teachings that are not there. Motorola, Inc. v. Inter digital Tech. Corp., 121 
F.3d 1461, 1473, 43 USPQ2d 1481, 1490 (Fed. Cir. 1997). 

In the present case, the Examiner has presupposed the knowledge of one skilled in the 
art, as follows: 

Furthermore, administration of the vector to a subject comprising a tumor, as 
is taught by Bischoff et al ., constitutes administering the vector to a 
population of cells having dividing endothelial cells and quiescent endothelial 
cells as subjects harboring tumors have dividing and quiescent endothelial 
cells. Therefore, administering the vector taught by Bischoff et al directly to a 
tumor would, in the absence of evidence to the contrary, necessarily result in 
selective killing of dividing endothelial cells relative to killing of quiescent 
endothelial cells that are present in the subject . (Office action, mailed 7 April 
2009, page 3; emphasis added.) 

However, asserting presumed knowledge does NOT grant the Examiner a license to read into 
the reference of Bischoff, et al., teachings that are not there {e.g., a method of killing dividing 
endothelial cells with substantially less killing of quiescent cells by direct administration of a 
mutant adenovirus to the cells under infective conditions). See Appellants' Amendment and 
Response to Non-Final Office Action, dated 16 December 2008, pages 9-10) 

Further, the asserted presupposed knowledge applied by the Examiner does not prove 
the existence in the cited prior art of a method of administering a replication competent 
adenovirus comprising a mutation in an El A CR2 RB family member binding region to 
tumor cells regardless of RB-expression status. The reference of Bischoff, et al., does not 
teach or suggest any such method. 

In view of the above-presented arguments, Appellants submit that the Examiner has 
failed to establish a case of anticipation for the claimed invention. Further, the Examiner has 
failed to establish a prima facie case of inherency. 
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2.0.0 Conclusion 

For the foregoing reasons, Appellants respectfully submit that the Examiner has erred 
in rejecting claims 6, 7, 1 1, 15, 17, and 18 of this application. Specifically, the reference of 
Bischoff, et al, does not expressly or inherently teach all of the claimed elements of methods 
of the present invention, for example, as follows: 



The reference does not teach endothelial cells. 

The reference does not teach direct administration of a replication competent 
adenovirus, comprising a mutation in an El A CR2 RB family member 
binding region, to endothelial cells. 

The reference does not teach preferential killing of dividing endothelial cells 
compared to quiescent endothelial cells by administration of such mutant 
adenovirus. 

The reference teaches only methods for specifically ablating RB (_) tumor cells 
by infecting RB () tumor cell populations with a El A-RB ( " ) replication 
defective adenovirus mutants; that is, the reference does not teach 
administration of such mutant adenovirus for preferential killing of dividing 
endothelial cells in cell populations without regard to RB-expression status of 
the cells in the population. 

The reference does not teach that such mutant adenovirus replicates to higher 
titers in the dividing endothelial cells versus wild-type adenovirus. 
The reference does not teach controlling angiogenesis in an animal by 
infection of dividing endothelial cells with such mutant adenovirus. 



Appellants respectfully submit that the rejection of claims 6, 7, 1 1, 15, 17, and 18 
under 35 U.S.C. § 102(e) should be reversed. Accordingly, Appellants respectfully request 
that the Board reverse the Examiner on all counts. 

Respectfully submitted, 





Gary R/Fabian, Ph.D. 
Registration No. 33,875 
Agent for Appellants 
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CLAIMS APPENDIX 

1-5. (Canceled) 

6. (Rejected) The method of claim 11, wherein said mutation in the El A-CR2 region 
is in Ad5 and comprises a deletion or substitution of one or more amino acids 122 through 
129 encoded by said E1A-CR2 region. 

7. (Rejected) The method of claim 1 1, wherein said mutation in the El A-CR2 region 
is in Ad5 and comprises a deletion or substitution of one or more amino acids 1 1 1 through 
123. 

8. (Objected To) The method of claim 11, wherein said adenovirus is dl922/947. 

9. (Objected To) The method of claim 11, wherein said adenovirus is dll 107. 

101 (Objected To) The method of claim 11, wherein said adenovirus is pm928. 

1 1 . (Rejected) In a cell population comprising dividing and quiescent endothelial 
cells, a method for killing said dividing endothelial cells with substantially less killing of said 
quiescent endothelial cells, said method comprising contacting said cell population under 
infective conditions with a replication competent adenovirus, said adenovirus comprising a 
mutation in an El A CR2 RB family member binding region of said adenovirus, and allowing 
sufficient time for said mutant adenovirus to infect said cell population, wherein said mutant 
adenovirus replicates to higher titers in said dividing cells than wild type adenovirus and said 
contacting is by direct administration of the replication competent adenovirus to the cell 
population. 

12-14. (Canceled) 

15. (Rejected) A method for controlling angiogenesis in an animal by substantially 
and selectively killing dividing microvascular endothelial cells compared to quiescent 
microvascular endothelial cells, said method comprising administering to said animal in need 
of said control a replication competent adenovirus comprising a mutation in an El A-CR2 RB 
family member binding region of said adenovirus, and allowing sufficient time for said 
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mutant adenovirus to infect said microvascular endothelial cells, wherein said administering 
is by direct administration of the replication competent adenovirus to the microvascular 
endothelial cells. 

16. (Canceled) 

17. (Rejected) The method of claim 15, wherein said mutation in the El A-CR2 
region is in Ad5 and comprises a deletion or substitution of one or more amino acids 122 
through 129. 

18. (Rejected) The method of claim 15, wherein said mutation in the E1A-CR2 
region is in Ad5 and comprises a deletion or substitution of one or more amino acids 1 1 1 
through 123. 

19. (Objected To) The method of claim 15, wherein said adenovirus is dl922/947. 

20. (Objected To) The method of claim 15, wherein said adenovirus is dll 107. 
21-27. (Canceled) 

28. (Allowed) A composition comprising a Rb binding site adenoviral mutant with a 
negative selection agent operably linked to a promoter, wherein said mutant is pm928. 

29-33. (Canceled) 

34. (Objected To) The method of claim 15, wherein said adenovirus is pm928. 
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EVIDENCE APPENDIX 

Appellants rely on the teachings of the specification, including those discussed 
herein, as well as Appellants 5 previous responses and amendments to the claims and 
specification, including, the Response to Office Action, dated 15 March 2001, Response to 
Office Action, 17 July 2002, Response to Final Rejection and Amendment, filed 20 June 

2005, Amendment and Response, dated 17 January 2006, Response to Office Action, dated 
13 November 2006, Amendment and Response to Final Office Action, dated 27 September 
2007, and Amendment and Response to Non-Final Office Action, dated 16 December 2008. 

Further, Appellants rely on the references of Berse, B., et al., Molec. Cell. Biol. 1992 
Feb;3(2):21 1-20, and Warren, R.S., et al., J. Clin. Invest. 1995 Apr;95(4): 1789-97. Both of 
these references were submitted in the Information Disclosure Statement dated 13 November 

2006, which is of record in the present application. 
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RELATED PROCEEDINGS APPENDIX 
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